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WHAT IS CLAIMED IS 



1=5? 

i . ; 

5 



10 



15 



20 




A purified and isolated polypeptide 
having theYprimary structural conformation and 
biological foroperties of naturally-occurring 
metalloprote\nase inhibitor . 



2. 

wherein said 
or eucaryotic 



polypeptide according to Claim 1 
peptide is the product of procaryotic 
ession of an exogenous DNA sequence. 




3. A polypeptide according to Claim 1 
further characterized by being free of association with 
any mammalian proteii 

4. A polypeptide according to Claim 2 
wherein the exogenous DH(i^ sequence is a cDNA sequence, 

5. A polypeptide according to Claim 2 
wherein the polypeptide is\bovine metalloprotein.ase 
inhibitor . 



25 



6. A polypeptide \according to Claim 2 
wherein the exogenous DNA sequence is a genomic DNA 
sequence • 



30 



35 



7. A polypeptide according to Claim 2 
wherein the exogenous DNA sequence^is carried orfan 
autonomously replicating DNA plasmi'd or viral vector. 

8. A polypeptide according, to Claim 1 
possessing part or all of the primary structural 
conformation of human metalloproteinase Vnhibitor as set 
forth in Figure 2 or any naturally occurring allelic 
variant thereof. 
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9. A polypeptide according to Claim 1 which 
has theYLmmunological properties of naturally-occurring 
metalloproteinase inhibitor . 

10\ A polypeptide according to Claim 1 which 
has the in vioiro biological activity of naturally- 
occurring metalloproteinase inhibitor . 




11. A polypeptide according to Claim 1 
further characterized by being covalently associated 
with a detectaj*le lapel substance. 

A DNA sequence for use in securing 
expression ' in a\ procarybtic or eucaryotic host cell of a 
polypeptide proouct havi\cj at least a part of the 
primary structural conformation and one or more of the 
biological properties of nattH^ally-occur r ing 
metalloproteinase iVhibitor V^s^fid DNA^ sequence selected 
from among: 

(a) the p®&i sequen&e set out in Figure 1 or 
Figure 2 or their y£ompaementary\ strands ; 

(b) DNA sequences whiteh hybridize to the DNA 
sequences defined Srn (a)\or fragments thereof; and 

(c) DNA sequences which\ but for the 
degeneracy of the genetic code, would hybridize to the 
DNA sequences defined in and (b). 



13. A procaryotic \pr eucaryokic host cell 
transformed or transfected wifth a DNA sequence according 
to Claim 12 in a manner allowing the host Veil to 
express said polypeptide product 



14. A polypeptide product of the egression 
of a DNA sequence of Claim 12 in a\procaryotic\or 
eucaryotic host. 



} 



m 
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A purified and isolated DNA sequence 
coding fbr ferocaryotic or eucaryotic host expression of 
a polypeptide having the primary structural conformation 
and biologic^\ properties of metalloproteinase 
5 inhibitor. 



10 Claim 15. 




16. AVcDNA sequence according to Claim 15, 



17. A genomic DNA sequence according to 



18. A DNA sBouence according to Claim 15 
wherein said DNA sequence codes for human 
metalloproteinase inhibiVbr . 

15 V\ 

19. A DNA seque*n6e/\ccording to Claim 18 and 
including one or more codon^ iRireterred tor expression in 
E. coli cells. 



20 20. A DNA sequence 

having the sequence set ou 

21. A DNA sequ 
including one or more codo 

25 yeast cells. 

22. A DNA sequ 
covalently associated with 

30 23. A DNA sequ 

fragment or polypeptide a 
metalloproteinase inhibit 

24. A DNA sequence 
35 methionyl metalloproteinas 




15 



15 and 
ssion in 



15 

substance . 

lypeptide 
ring 



ng for 
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25\ A biologically functional plasmid or 
virai\DNA vector including a DNA sequence according to 
Claim 



tic or eucaryotic host cell 
ansfected with a DNA vector 



16. A 
stably transformed 
according to Claim 



27 . A\polype]^tide product of the expression 
in a procaryotic c>r eucarwotic host cell of a DNA 
sequence according \o Clarpi 15. 




A synthetic polypeptide having part or 
all of the amino acid sequence as set forth in Figure 2 
and having one or more o£s>^he in vitro biological 
activities of naturally-opcuxr ing metalloproteinase 
inhibitor . 

- '. !«: . 

all of the*secondary conformation of part or all of the 
amino acid sequence set forth inv Figure 2 and having a 
biological property of naturally-occurring human 
metalloproteinase inhibitor . 



A\ process for the production of a 
polypeptide having part or all of theXprimary structural 



conformation and 
properties of nat~- 
inhibitor, said /pro, 

growipg . 
procaryotic or Vucar 
transfected with a 



more of the bidjogical 
ly occurring metalloproteinase 
ess comprising: 
uftider suitable nutrient \conditions , 



>tic host cells transformed or 

A 



DNA\ vector according to Claim 25 , and 
isolating desired polypeptide products of the expression 
of DNA sequences in said\ vector. 



35 



- 104 - 



33^. Purified and isolated human 
metalloproteinase inhibitor* free of association with any 
human protein in glycosylated or nonglycosylated form. 



10 



15 



32. A pharmaceutical composition comprising 
an effective amount of a polypeptide according to 
Claim 1 and a pharmaceutical^ acceptable diluent, 
adjuvant or carrier. 



33. A methdd for 
dissemination in a mamffel coi 
effective amount of a palype| 




iting tumor cell 
sing administering an 
e according to Claim 1 . 



34. A method for treating rheumatoid 
arthritis a mammal comprising administering an 
effective ambsunt of a polypeptide according to Claim 1. 



A\J>NA sequence^ coding tor an analog of 
human metalloprote^iase inhibitor selected from the 
20 group consisting of 

a) [Met" 1 ] m^alloprotfeiliase inhibitor; and 

b) metalloprotteiitese [i^Abitor wherein one or 
more cysteines are replaceuxby alanine or serine, 



25 



30 



36. A polypeptide broduct\of the expression 
in a procaryotic or eucaryotic ijost oell of a DNA 
sequence according to Claim 35. 



A preparation of MI which is greater than 
95% pure and which comprises less tha\ 0.5 ng of pyrogen 
per 0.5 mg of metalloproteinase inhibH 



35 



3a. An antibody specifically bispding 
metalloproteinase inhibitor . 




35 



